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Treatment of obesity with human chorionic gonadotrophin was

shomn to be of no better value than saline

in a double-blind

crossover study of weight reduction in obese subjects. There was
dso no significant difference in mood, hunger, or missed injections,
axd no apparent difference in adherence to diet when the two

agents were compared.

In contrast, a significant difference was

found in the ability of subjects to lose weight in the first four
weeks of the study in contrast with the second four weeks, no

matter which agent was used. Thus, the

initiation of a new

therapeutic program, even using an inert agent, has a temporary
benefit - a manifestation both of placebo effect and the Hawthorne

effect.

In 1954, Simeons proposed the use
of human chorionic gonadotrophin
(HOG) in the treatment of obesity.1
He suggested that this hormone caused
the selective loss of “abnormal fat,”
ad enabled the obese individual to
adhere to a 500 Cal diet without the
wuel feelings of extreme hunger.2
Sree then, this regimen has enjoyed
widespread publicity and popularity.

Only a few double-blind studies of
this treatment were published, and
nost of these failed to substantiate the
usefulness of HCG.3’4 Despite this,
the method continues to have its
supporters  who, often basing their
enthusiassm on uncontrolled clinical
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experience, argued that the negative
studies failed to closely follow
Simeons’ weight loss program.5 Asher
and Harper; in a double-blind study
that investigated not only weight loss
but also mood and hunger, concluded
that HCG is effective.6 However, this
study was criticized by Hirsch and Van
Itallie who showed that a different
conclusion can be drawn from the
data, ie, that the beneficial results
correlated best with a number of
injections received, whatever the
agent.7

A problem common to all the
above studies has been the difficulty
of comparing the HCG group with a
control group when so many variables
are involved, including degree of obe-
sity, living conditions, interpretation
of diet, and food habits. In this study
these variables are minimized by using
a double-blind crossover method
which allows us to compare each
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patient to himself under the two study
conditions, HCG and placebo.8 (See
Figure. 1.)

Study Procedure

Subjects were obese adults who
presented to a rdral family practice
clinic requesting HCG injections for
weight loss. They were offered the
opportunity to take part in an eight-
week study with the understanding
that they would sometimes receive
HCG and sometimes a placebo, but
that by the end of the study they
would all have received a full course of
HCG treatment. The study was ex-
plained both orally and in writing and
each subject signed a consent form.
Patients were given an initial medical
examination by the physicians who
explained the weight loss regimen. No
subject who had received HCG in the
previous 12 months was admitted to
the study. The subjects were given a
written diet description which out-
lined a 500 Cal daily diet in the
exchange manner described by Sim-
eons, which does not include actual
calorie counting. They were also given
an eight-week supply of multivitamins.
The subjects were then divided by
random numbers into two groups, one
receiving HCG for the first four-week
period and sterile saline the second
four-week period; the other group
receiving sterile saline first, then HCG.
The eight weeks commenced for each
subject on the day he or she presented.

Identical appearing vials containing
HCG and sterile saline were prepared
and coded by the investigators. The
actual content of each vial was un-
known to any person in the clinic. For
each subject, injections were drawn
from a coded vial, a different vial each
week. This assured that clinic per-
sonnel and subjects remained unaware
not only of what substance was being
injected, but also when the substance
was changed. The injections consisted
of either 125 IU HCG (0.5 cc) or 0.5
cc saline containing the same buffers
as the HCG solution.

At the time the patients received
their daily intramuscular injections
they were asked about adherence to
the diet and were also asked to rate
themselves for hunger and mood on a
seven-point scale (Figure 2). Subjects
were weighed weekly and any missed
injections were noted.
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DOUBLE-BLIND CROSSOVER

TYPE OF
TREATMENT

Figure 1. Double-Blind Crossover Method.
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EVER BEEN IN MY LIFE
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HOW DO YOU FEEL TODAY?

TERRIBLY UNHAPPY
AND DEPRESSED

AS HAPPY AS A
PERSON CAN BE

L1 I I

5 6 7

DID YOU ABSOLUTELY STICK TO
YOUR DIET SINCE YESTERDAY?

Figure 2. Self-Ranking for Mood and Hunger.

Data recorded included weight,
hunger rating, mood rating, number of
days deviated from diet, and number
of missed injections. For each mea-
surement an average value for each
four-week period was calculated and
the difference between the two values
was determined for each patient who
completed the eight-week course. The
differences were then analyzed using
the one-tail signed rank test9 in two
manners: (1) comparing values ob-
tained during the period on HCG and
the period on saline, and (2) compar-
ing values obtained between the first
and second four-week periods, regard-
less of the agent injected. Thus, com-
parisons are made on the same patient
during different time periods and not
between different groups of patients.
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Results (See Table 1.)

Nineteen subjects (15 females and
four males) took part in the study,
nine starting on HCG and ten starting
on the saline placebo. Eight subjects
completed the eight-week course of
diet and injections. Of the 11 who did
not finish, five quit while receiving
HCG and six while receiving the saline.
Seven quit during the first four-week
period and four during the second
four weeks.

Discrepancies between the claimed
compliance with the 500 Cal diet and
the actual weight loss (or gain) ob-
served each week on many patients
made it obvious that we were not
receiving accurate information from
the patients on this part of the study,

and it was therefore disregarded inte
analysis.

Data for the eight subjects wo
finished was analyzed in the manner
described above with the folloning
results (Table 2).

Comparison of the HCG paiad
with the saline period (regardless df
which was first for the particular
subject) showed no difference in
weight loss, number of missed inex
tions, mood, or hunger (p>0.05). In
contrast, comparison of the first far-
week period to the second showeda
significant decrease in weight loss ad
significant increase in the number d
missed injections during the sood
four weeks regardless of the petients
injected (p<0.01). No significant
difference was seen in the self-rankings
for mood or hunger.

Discussion

It is apparent from this study te
the presence of HCG in the injection
given obese subjects did not contribute
toward their weight loss, nor dd it
make the necessary caloric restrictions
more tolerable. Instead, it wes te
initiation of a new therapy whch
provided the only significant - if
transitory — benefit, an effect sufi-
ciently powerful to be evident evenin
this small sample. This study therefore
demonstrates not only the well-knoan
placebo effect but also the Haathome
effect.10 Investigators at the Hw
thorne Works of the Western Hedric
Company in Chicago, seeking to fird
what factors led to increases in
productivity, discovered that ouput
was enhanced by any change in rar
tine. These investigators discovered tat
subjects increase their attempts ©
achieve goals not as a result of ay
specific factors, but rather as ar
sponse to the expression of persord
interest in their problems, through tre
establishment of goal-oriented rda
tionships, and in response to nowlty
itself. This phenomenon probebly
accounts for much of the therapeutic
benefit attributed to such questionable
agents as HCG.

Another noteworthy observation s
that even among highly notivated
obese individuals who presented re-
questing HCG to help lose weight, wo
in no way were coerced into dating
the 500 Cal diet regimen, and wo
were being treated by their regdar
family physician in his office, the dgp
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Table 1.

Results for All Subjects

Weight loss/iwk

3.5

-4.5

11

15

4.3

-0.8

0.8

Total weight loss

18

15

16

21

17

20

44
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* ] HCG 141-3/4 F 52 60 21 51 0 0 1.9 3.2 4.5 0.3 0.5
5 157-1/2 F 44 65-1/2 3.3 3.2 0.5 1 2.3
7 161-1/2 M 21 66 2.0 7.0 0 0.5 3.3
8 219 M 32 72 4.0 5.0 0 0.3 2.6
9 156-1/4 F 31 66-1 n 4.0 4.6 0.3 0.8 3.7 4.0 4.0 0 1.0
15 193 F 31 66 3.3 5.2 0.3 1.5 3.0 5.0 4.0 2.0 3.0
19 182-3/4 F 31 65 5.2 5.8 0 0.5 3.7 2.3 6.0 1.0 2.0
*21 151 F 3.8 51 0.5 0.5 2.9 21 5.8 0.5 1.3
*30 * 257 F 45 65-1/2 3.4 5.7 0.5 0.3 3.7 3.1 6.0 0.3 2.0
* 2 P 196-3/4 F 27 67-M2 2.8 4.4 0 0.8 4.2 11 7.0 0.3 2.3
* 3 201 M 49 61-M2 3.6 4.1 0.3 0 3.0 4.1 3.9 1.5 0
* 6 251-1/2 M 31 69 3.3 5.9 0 0 6.6 3.2 6 0.5 1
*10 201 F 46 61-1/2 4.2 4.1 0 0 3.1 33 3.4 0.8 0.3
n 162 F 21 64-1/2 2.7 6.2 0 0.7 0.6
150 F 3.6 5.6 i 2.3 1.5
18 189-1/4 F 47 2.6 4.7 1 0 1.8
*22 177-1/2 F 54 3.3 3.9 0.3 0.3 3 3.3 4.5 1.3 13
24 146-1/2 F 20 62 3.8 6.0 1 0 0.8
29 r 196 F 37 63 4.2 3.6 1.8 0.8 11 4.0 3.8 1 0
1st 4 Weeks 2nd 4 Weeks

Numbers are averages for each 4-week period or any completed portion “Patients who completed full 8-week course
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Table 2.

Differences Between Values for First and Second Four-Week Periods

for the Eight Finishers

(Value for First Period Minus Value for Second Period)

Starting
No. drug

1 HCG
21

30

10

22 1f

Diet Missed Weight

Hunger Mood deviations / wk injections / wk loss / wk
-1.1 0.6 -0.3 -0.5 1.3
1.7 -0.7 0 -0.8 1.8
0.3 -0.3 0.2 -1.7 2.2
1.7 -2.6 -0.3 -1.5 4.2
-0.5 0.2 -1.2 1.2
0.1 -0.1 -0.5 -1.0 2.3
0.9 0.7 -0.8 -0.3 2.1
0 -0.6 -1 -1 3.8

To compare HCG to placebo period simply reverse sign of all values of patients 2, 3,

6, 10, and 22.

out rate was over half. Even among the
finishers there was a significant de-
crease in weight loss and an increase in
missed injections during the second
four weeks. This lack of perseverance
points out the great difficulty in get-
ting overweight individuals to reduce.
Another problem demonstrated in this
short-term weight loss study is the fact
that many individuals who do success-
fully reduce their weight through some
special limited-time diet are not able
to keep from regaining the lost weight.
One of the few studies with a long-
term follow-up indicated that 85 per-
cent of lost weight after dieting was
regained within five years.11 Similarly,
in our study several potential subjects
were turned down because they had
already completed a “successful”
course of HCG within the preceding
12 months, yet were presenting with
the same original weight as they did
for their first course.

448

The treatment of obesity is noto-
rious for the number of fads which
come and go, and the recent history of
HCG indicates that this regimen will
probably be no different. Serious
weight reduction requires long-term
changes in overall eating habits, even
in life-styles. We are still searching for
the most effective way of helping
patients who wish to reduce.
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Orinase complements
adiabetes meal plan

Orinase should be administered only when
meal planning does not by itself provide
adequate blood sugar control. Effort should
be made, after beginning Orinase admin-
istration, to continue proper meal planning,
since oral hypoglycemic therapy isan
adjunct to, rather than a substitute for, this
measure.

Nearly 20 years
of experience
with Orinase

» Orinase usually lowers blood sugar satis-
factorily in patients with mild, maturity-onset
diabetes.

» Orinase provides reliefof common
hyperglycemia-related diabetic symptoms,
e.g., polyuria, polydipsia, and pruritus.
 Orinase israpidly metabolized and
excreted; and prolonged hypoglycemic
episodes, which can be particularly
dangerous inthe older patient, have rarely
been reported. Certain factors, such as
hepatic and renal disease, may, however,
predispose patients to hypoglycemia.

» Simple b.i.d. oronce-daily dosage may be
prescribed.

» Dosage range of 1to 6 tablets daily allows
wide flexibility in adjusting to patient needs.
» Orinase iscontraindicated injuvenile or
unstable, brittle diabetic patients.

When meal planning is insufficient in the elderly, maturity-onset diabetic patient

0.5 Gm tablets

Orinase
tolbutamide, Upjohn

lowers blood sugar to help relieve diabetic symptoms

patienton Orinase must be fully instructed: about the nature of his
disease; how to prevent and detect complications; how to control
Bs condition; not to neglect dietary restrictions, develop a care-
less attitude or disregard instructions relative to body weight,
exercise, personal hygiene, and avoidance of infection; how to
recognizeand counteract impending hypoglycemia; how and when
totestfor glycosuria and ketonuria; howto use insulin; and to report
tothe physician immediately if he does not feel as well as usual.
Caution, very close observation, and careful adjustment of
dose are necessary when; insulin is withdrawn during the trial
period in order to avoid ketosis, acidosis, and coma; thiazide di-
uretics are administered which may result in aggravation of dia-
detic state and increased tolbutamide requirement, temporary
pss pf control, or even secondary failure; treating patients with
We®Ired hepatic and/or renal function and debilitated, malnour-
Knea.orsemistarved patients in ordertoavoid severe hypoglycemia

which may require corrective therapy over several days; and treat-
ing patients with severe trauma, infection, or surgical procedures
where temporary return to insulin or addition of insulin may be
necessary. Response to tolbutamide is diminished in patients
receiving therapy with beta-blocking agents.

As some diabetics are not suitable candidates, it is essential
that the physician familiarize himself with the indications, limits of
application, and selection of patients for therapy.

Patients must be under continuous medical supervision,
and during the initial test period should communicate with the
physician daily, and during the first month report at least once
weekly for physical examination and definitive evaluation. After a
month, examinations are recommended monthly or as indicated.
Appearance of ketonuria, increase in glycosuria, unsatisfactory
lowering of persistent elevation of blood sugar, or failure to obtain
and hold clinical improvement indicate non-responsiveness to

Continued on following page.
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Brief summary of
prescribing information.

0.5 Gm tablets

tolbutamide, Upjohn

Orinase (tolbutamide). Orinase does not obviate
need for maintaining standard diet regulation.
Uncooperative patients should be considered
unsuitable for therapy. Prescriptions should be
refilled only on specific instruction of physi-
cian. Intreating mild asymptomatic diabetic pa-
tients with abnormal glucose tolerance,glucose
tolerance tests should be obtained at three to
six-month intervals. Orinase is not an oral in-
sulin or a substitute for insulin and must not be
used as sole therapy in juvenile diabetes or in
diabetes complicated by acidosis or coma
where insulin is indispensable.

If phenformin is prescribed in combina-

tion with Orinase, appropriate package litera-
ture should be consulted.
Adverse reactions: Severe hypoglycemia,
though uncommon, may occur and may mimic
acute neurologic disorders such as cerebral
thrombosis. Certain factors such as hepatic
and renal disease, malnutrition, advanced age,
alcohol ingestion, and adrenal and pituitary in-
sufficiency may predispose to hypoglycemia
and certain drugs such as insulin, phenformin,
sulfonamides, oxyphenbutazone, salicylates,
probenecid, monamine oxidase inhibitors,
phenylbutazone, bishydroxycoumarin, and
phenyramidol may prolong or enhance the
action of Orinase and increase risk of hypo-
glycemia. Orinase long-term therapy has been
reported to cause reduction In RAI uptake
without producing clinical hypothyroidism or
thyroid enlargement and at high doses is mildly
goitrogenic in animals. Photosensitivity reac-
tions, disulfiram-like reactions after alcohol
ingestion, and false-positive tests for urine
albumin have been reported.

Although usually not serious, gastrointes-
tinal disturbances (nausea, epigastric fullness,
and heartburn) and headache appear to be
dose related and frequently disappear with
reduction of dose or administration with meals.
Allergic skin reactions (pruritus, erythema,
urticaria, and morbilliform or maculopapular
eruptions) are transient, usually not serious,
and frequently disappear with continued ad-
ministration. Orinase should be discontinued
if skin reactions persist. Recentreports indicate
that long-term use of Orinase has no apprecia-
ble effect on body weight.

Orinase appears to be remarkably free
from gross clinical toxicity: crystalluria or other
renal abnormalities have not been observed;
incidence of liver dysfunction is remarkably
low and jaundice has been rare and cleared
readily on discontinuation of drug (carcinoma
of the pancreas or other biliary obstruction
should be ruled out in persistent jaundice);
leukopenia; agranulocytosis; thrombocyto-
penia; hemolytic anemia; aplastic anemia;
pancytopenia; and hepatic porphyria and
porphyria cutanea tarda have been reported.
How supplied: 0.5 Gm Tablets-bottles of 50,
200, 500 and 1000 and cartons of 100 in foil
strips.

For additional product information, see
your Upjohn representative or consult the
package insert.

Upjohn

The Upjohn Company, Kalamazoo, Michigan 49001
J5112-6
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It may well be that using obesity as
a criterion of hypothyroidism warps
the figures. Certainly, only a very
small percentage are confirmed by
TSH. Those | would accept as valid.

There is perhaps no more wide-
spread fallacy in all of medicine than
the assumption that obesity relates to
hypothyroidism. If this article pro-
motes that idea, it is likely to have an
adverse influence on patient care.

J. Blair Pace, MD

Associate Clinical Professor
Department of Family Medicine
University of California

Irvine

Resident Evaluation
To the Editor:

Dr. Corley’s discussion (Corley JB:
In-training residency evaluation. J Fam
Pract 3:499-504, 1976) regarding resi-
dent evaluation deserves comment, for
| believe that much remains as conjec-
ture, rather than proven fact.

| submit that the opening comment
on a lack of evaluation in residency
training may no longer be true. As part
of arecent assessment project, | learned
that 15 out of 17 randomly selected
residencies in family medicine across
the country used some tool, however
imperfect, for resident evaluation.

Secondly, | submit the evaluation
process may do wonders for the facul-
ty, but | have yet to see proof of its
decided advantage to each resident. |
say this despite my personal convic-
tion to the contrary, and my profes-
sional use of a system quite similar to
that proposed by Dr. Corley. Proof of
efficacy, however, seems lacking.

Third, and perhaps most important,
the systems we develop in our gradu-
ate programs in family medicine
should be tailored to the advantages of
all programs who train the family
doctor. | fear the time and faculty
required by the written proposal
would exceed the budget of the com-
mon residency program.

| plead, therefore, for further elu-
ation of evaluation, with all due e

spect to my learned friend, the author

John E. Donnelly, MB
University of Connecticut
Farmington

The above letter was referred to Or
Corley who replies as follows'.

Dr. Donnelly’s point is well taken
as to the lack of any definitive re
search in medical education to sb-
stantiate the hypothesis that ewalue-
tion of learning does, in truth, po
mote the acquisition of professional
competence. A plethora of researchin
educational psychology gives reason
able evidence that the hypothesis pra>-
ably is sound, yet it may be true tet
tomorrow’s task should be the evale-
tion of residency evaluation itself, if
only as to the legitimate problem of
cost effectiveness.

Dr. Donnelly has also accurately
reported that most residencies in fami-
ly practice do engage in some formof
resident evaluation. Nevertheless, it
has been accurately stated by Baire
Worthen and others that while vertel
statements and token programs o
evaluation are abundant, genuine ed-
uations of educational programs ae
distressingly rare.

All graduate training programs
fer from a restrictive limitation of
resources —financial, time, and facu-
ty. But surely it remains unrealistic o
launch innovative residency prograns
in family practice if no plan exists to
evaluate these exciting innovations.
Each residency must decide for itslf
how best to spend its time and funds,
My plea remains not to neglect evalue
tion. Without evaluating resident prag-
ress, how may a program be reason
ably confident that its limited re-
sources are being wisely invested?
Evaluation programs need not bedl
embracing or extravagantly ambitious.
They can be initiated in modest in
crements. But, to be effective, they d
require as a minimum, “that a an
ceptual philosophy, a rational plan d
implementation, and an acceptable at
ministration” be thoughtfully defined
prior to deployment.

John B. Corley, MD

Medical University of South Cardina
Charleston
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